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ANSWER 1 OF 9 BIOSIS COPYRIGHT 2002 BIOLOGICAL ABSTRACTS INC . DUPLICATE 1 
The invention relates to pharmaceutical compositions suitable for treating 
or curing clinical complications mediated by endotoxin, including sepsis. 
The compositions contain components suitable for detoxifying endotoxin 
rendering it less deleterious to mammals such as humans, in particular to 
patients with reduced host-defence resistance. The invention also relates 
to pharmaceutical compositions suitable for stimulating bone formation, 
e.g. for mending broken bone or for prophylaxis or therapy of metabolic 
bone diseases such as osteoporosis and osteomalacia and pharmaceutical 
compositions for decreasing or inhibiting undesired bone formation. The 
pharmaceutical compositions according to the invention are directed at 
modulating phosphatase activity in vivo. 
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TI Glomerular ecto-Alkaline Phosphatase: A renal 

protective molecule. 
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A single injection of alkaline phosphatase 

significantly attenuates the inflammatory response upon lipopolysaccharide 
(LPS) in serum and in livers of mice. 
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AB The authors disclose a method of diagnosis of onset of endotoxemia or 

sepsis due to Gram neg. bacterial infection comprising monitoring of the 
degree of AP occupancy of lipopolysaccharide (LPS) binding sites on 
alk. phosphatase in a sample of tissue or fluid derived 
from a patient, wherein the degree of AP occupancy is assocd. with 
presence or absence of Gram neg. bacterial infection. The authors 
disclose a kit comprising alk. phosphatase LPS binding 

site binding ligand and instructions for carrying out an assay according 
to any of the preceding claims and optionally any addnl . components 
required for such assay e.g. detectable marker, buffer, containers and 
comparative samples or data charts e.g. std. curves or data concerning 
relevant data of alk. phosphatase values. The authors 
describe a method for therapy of endotoxemia or sepsis said method 
comprising administration of a pharmaceutically effective amt . of the LPS 
binding site of alk. phosphatase in a systematically 
acceptable form with the proviso the ligand is neither alk. 
phosphatase nor a deriv. of alk. phosphatase 

having dephosphorylating activity. The authors propose a method for 
removing LPS from tissue or fluid said method comprising contacting the 
LPS binding site of alk. phosphatase with the tissue 

or fluid to be treated followed by sepn. of the LPS binding site and the 
tissue or fluid after the LPS binding site has bound the LPS present in 
the fluid or tissue, with the proviso the ligand is neither alk. 
phosphatase nor a deriv. of alk. phosphatase 

having dephosphorylating activity. A method of purifn. of AP itself from 
tissue or body fluids or other biol . prodn. systems with a compd. with an 
LPS binding site of alk. phosphatase such as LPS, 

lipid A or other ligand as described in the preceding claims is disclosed. 
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TI Diagnosis and therapy of sepsis using the LPS-binding moiety of 

alkaline phosphatase and a method of purification of 

alkaline phosphatase using LPS 
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AB The present invention relates to a compd. comprising a carrier mol., said 
carrier mol. being linked to a further mol., said further mol. being at 
least one cyclic peptide, said cyclic peptide comprising in the cyclic 
peptide portion thereof at least one sequence encoding a cell receptor 
recognizing peptide (RRP) and with the proviso that the compd. is not a 
naturally occurring receptor agonist or antagonist. Preferably, the RRP 
is of a receptor specific for Hepatic Stellate Cells (HSC) or a receptor 
that is upregulated on HSC during disease. In particular, the RRP may be 
of a receptor selected from the group of PDGF receptor, collagen type VI 
receptor, cytokine receptor (s) such as TGF.beta., IFN. alpha, and 
interleukin l.beta. . Preferably, the cyclic portion of the cyclic peptide 
comprises at least the amino acid sequence RGD or KPT. The compds . can be 
used as an active targeting ingredient for manufg. a pharmaceutical compn. 
for therapy, prophylaxis or diagnosis of a disease selected from the group 
consisting of fibrotic disease, sclerotic disease and chronic or acute 
inflammatory processes such as glomerulosclerosis, interstitial fibrosis, 
lung fibrosis, atherosclerosis, rheumatoid arthritis, Crohn's disease, 
colitis ulcerosa, glomerulonephritis and sepsis, in particular for 
targeting HSC. The invention also relates to pharmaceutical compns . 
comprising the above compd. (s) . 
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exposure to AP preparations, as tested by inducing a local intradermal 
inflammatory reaction in rats. Collectively, our data suggest that the 
ubiquitous enzyme AP may accomplish protection against endotoxin, an 
equally ubiquitous product of Gram-negative bacteria that may cause lethal 
complications after an infection with these micro organisms . 
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AB Pharmaceutical compns . are disclosed for treating or curing clin. 

complications mediated by endotoxin, including sepsis. The compns. 
contain components suitable for detoxifying endotoxin rendering it less 
deleterious to mammals such as humans, in particular to patients with 
reduced host-defense resistance. A-lsc disclosed are pharmaceutical 
compns. for stimulating bone formation, e.g. for mending broken bone or 
for prophylaxis or therapy of osteoporosis, as well as pharmaceutical 
compns. for decreasing or inhibiting undesired bone formation. The 
pharmaceutical compns. of the invention are directed at modulating 
phosphatase activity in 'vivo. Alk. phosphatase was 

shown to attenuate endotoxin toxicity in vitro at physiol. pH. Other data 

demonstrated that endotoxin treated with alk. 

phosphatase exhibits reduced toxicity in vivo, and that al . 

phosphatase may be able to detoxify endotoxin in vivo. 
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TI Pharmaceutical composition comprising phosphatase or a derivative thereof 
for treating endotoxin-mediated pathology and pathology involving bone 
formation 
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